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mm^] mmm 

[^^^2] :ii-sA^y3hmmtr^LH-RHmmi^v$>^m^miMm(DnL 

5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
[^cf, Y(j:DLeu, DAla, DTrp, DSer(tBu), D2Nalfe J;UrDHis(IinBzl)7b^^^{i 

^ y ^ F ^ li^ ©i^ t? S> -5 2 lB«g©Mo 
[^^^4 ] L H - R H^#^*'^5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro 

®^ yty=LV ytrz},t'tt),tmnmzm-(Dm^^^t^mM. tfcit®FG 

[0 0 0 1] 

:=^nm\t. :i^)V'^ymmM^^^LXtJt^t^Jl^y^^j^m(DJi^)V^y0^^ 

[0 0 0 2] 

m^. ts)\y^ymmmiz^:bmi^^^mi}^fti<mm'mcmm^tix\>^^f)\ ^^ 

1 11-307 
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-^(^iK^hU - • y^T.'f-^'-i/ sy (Laboratory Investigation) 67, 540 
, 1992^) o 

<^n:ii^;v'tymmz^m(D^(D^^■f ti(D^ ^ zTizMbx i)m3^^mt^mm 

Q [0 0 0 3] 

Tr^jv^^ymm^htz^t. ^mm^z■^3n^i^m^^^(Dmt^m 
^b7tigg^cfev^T, t^Jl=iymmm0mmiz^^). t^)]y^yim^^mm^<7) 
mmti'^^i^mz-^ti^tzi^. t^)v=^y^mm(D^mmnmi)mmLt£\^t.i^z)m 

[0 0 0 4] 

[nm^mmt^tztbo^m 

>^^^$:ffiv^fe?&^^cfel^T, t^)i=ey^mM^^^bxt£^>tsj\/'Ey^^^ 

-Thizm^tzo 

[0 0 0 5] 

(2) 7^;1/^>^^M*^LH-RHM^#:T'S>-5±MH (1) mmoM. 

(3) LH-RHM#^7J)^lS; 
5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

[^tfi, YliDLeu, DAla, DTrp. DSer(tBu), D2Nalfe j;^;DHis(ImBzl);b^ ^^^^ 

2 fflIE#¥ 11-3077961 
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^'^^]^tr=.itt(D^'v:^^±m (2) mm(Dm. 

( 4 ) L H - R H^^^:6^5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2 

m^^^t^±m (1) (DM. 

[0 0 0 6] 

(1 2) 3^^;l/^>^^M?:Mv^T)^;l/^>'fi5c#'^4^®J^^;^^>#fe#^4^^©^ 
5: M V ^ T 3}^ ;i/ ^ > -fe^tt^^ (Z) /Jn > ® k MM ^ i± s :i 

(18) 3Jn;I/^ >^^M*^LH-RH^##:T'feS±IB (8) , (9) , (10 

3 ailE#¥ 1 1-3077961 




nW- 10-286793 



), (11), (1 2) . ttclt {1 3) tm(Di5m. 
(19) L H - R H^^#:^^5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH 

-c2H5tfcii^®Mi^T-^-&±iB (18) mm<Dijm. 
(2 0) mmmm'f'^^®EGFtr^\t'ttitmMmizm-(Dm^^^-t^mM. 

(13) 82^©:^^, 
Q S±IB (6) laSO^PJ, 

t!WT-feS±i3 (6) gH«0M, 
S±fB (6) fH«0M, 

(2 4) mf^^Mm'i'mQY%tz.\t^ntmnm\z.n-o^^^mt^m'K-(:-^ 

^±M (2 0) IB«©^^, 

(2 5) MMm0^;«)W>t/riU>^;tli-^ti^^M6«Jtc|gI-®Mtt$:^-r'5 
«fe®T$>S±lB (2 0) fB«(D7^^, 

(2 6) mii5iil3^-y5)W*;/^cli^tli:^g6^JlC|^-®?gtt$:^1-^tlMT'fe 
O ^±bB (2 0) |B«®;^S, 

(2 7) EGF^felj:^tl^ll®6^lC[^-®??§'l4$:^f <5tf^75>\ EGF^fcliA 
(HER2U:if>F) TrS>-5±tB (6) tfeli (2 1) f2«©M, 

(2 8) -r>S/nU>* ;rcli^ti^^®6^{C|Hl-(D^'(4$:;fr-5.tlM*\ -f>S/ 
nU>, IGF-l^fcliIGF-2T'feS±fa (6) ^feli (22) IH^CM. 

(3 0) FGF*fcli^tl^^®6^{C|g-'®?S'{£$:;&1--5i^M*\ aFGF. bFGF, KGF 
, HGF^feliFGF-10T^S±iB (6) ^fcti (2 3) iB«(Z)M> 

(3 1) EGF*fcli^4xi:^g6^lCI^-®?S'fSI:^-t-5ifeM75)\ EGF^fc«7\ 
l/^'*U> (HER 2 U;if> F) T^S)S±IB (2 0) Sfcti ( 2 4 ) fB^OD^J, 

(3 2) '<yy=L^)yt.r=.\t'^titnn.mzn-(Dm^^M-thmmi\ ^yt/ 

^U>, IGF-l*:tttIGF-2T-fe^±iB (2 0) tf^lt (2 5) I3«CD^FJ, 

4 ffilE#¥ 11-3077961 
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(3 3) FCVtrzlt^tltm^mzm-CDf^^^^t^^MfiK aFGF, bFGF, KGF 
, HGF*fe«FGF-10T'&§±IH (2 0) ttzit (2 6) Sa«<Z)^J, 

(34) ^mm'^EGF^mi^. (HER2) , 

^^^-1> -<>i/^U>^^^-2, IGF^^#:, FGF^^#:- 1 S feliF 
GF^^#:- 2T'feS±fH (5) fB«0^J, 

(3 5) ^^^A^EGF^^^*:, /M/^*U>^^#: (HER2) , -f>>>a'J> 
1> -<>^>:i'; >^^(*:-2, IGF^^#:. F G F 1 t fcli F 
GF^^^!|c-2T'$>S±IH (9) , (1 1) ^tzlt (1 3) tm^:^^. 

Q (3 6) ^mm'^^uiyy^i'--^m^m-t^±m (5) ib^om, 

(3 7) ^^^*^f-n^>>ap-^-if^tt$:;tt-S±fB (9) , (1 1) ttcit ( 

1 3) iBS©:^^. ^.fcr; 

(3 8) m'^mi^LB^. mmm. ^'Mmmt=i\t%mx':^^±t^ (s) . o) 
, (10). (11), ii 2) . ttcit (13) Bm(D:^m. fj^E^m^.-ti> 

o 

[0 0 0 7] 

t£^^t>\ m^lt. :9-^*^3 0 0-^4 0, 0 0 0, t <tt^4 0 0~j^3 
0, 0 0 0. :^^izntb<itm5 0 O^mzO, 0 0 0(D^^)V=^ytj:^f)^^m 

O 

M^i^mizit. ^#:?^^I^^;l/^>^*ffi3}^;l/^> (lh-rh) , x^^.hn-^f^, 

GH-RH) . B'&5}^;i/^>'(£T^, ^tt^^^i/^XST^PJ, :/n^^^>, xu 

pmt^jv=^y. nvix^vy. it^vYvy. %)\^VY-y. iS7.v^)y. 
u^y. ^ ai/yy.h^-y. yyVi^'j-y^yy. n hMM 

5 mUS^^ 1 1 - 3 0 7 7 9 R 1 
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y. mm'^^'f. ]k^mmi: mmm^m^. nu--mmm^. ^^u> 

, f-^ J )]yy ^ y. :ii<y^yy. —^L-wryyy. ^zjiu^y. -^=yV^—y 

mt^j]y'i:yt>^:^M^^iy;hmm(Dm^m^^'t^m^. MM^m -rhv 
±mtj^^) ^w^J^s m> h '):^^)\^7^y mommy ^ym. r)\^^=.ym 

[0 0 0 8] 

'^-fX GnRH T:^D^* : n> h^;1-e/X y> K A-X^^t^-T^C 
Treatment with GnRH analogs: Controversies and perspectives) V'^J^t' J 
y )^'f^)viyy'!f ^J'*;!/-^ (^) (The Parthenon Publishing Group Ltd.) 
|§^Tl996^] , i^^ips - 5 0 3 1 6 5#i2)if§, #^^3 - 1 0 1 6 9 5#, |^ 
7- 9 7 3 Z A^^iiXJmS - 2 5 9 4 6 0 #^$g;&if lCfH«$ tlT 

6 aiiiE#¥ 11-307 




10-286793 



I) 

X-D2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-A-B-Leu-C-Pr o-Da 1 a-NH2 
. ■ Ktfi, X»N(4H2-furoyl)GIyt fcl^NAc?:, AliNMeTyr, Tyr, Aph(Atz), NMeA 
ph(Atz)^>e)^titl'5J^^?:, B JiDLys(Nic), DCit, DLys(AzaglyNic), DLys(A2 
aglyFur), DhArg(Et2), DAph(Atz) S i t^DhCi ti^^miin^mS^. CliLys(Ni 
sp), Arg^felihArg(Et2)?:^tl^'tl^1-] T^*) $ tl-S^S^SIS^ >^5^ 

LH-RHTrf-x hhbTJi, MPLit. [11] 
_ 5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pr o-Z 

C^tfi, YliDLeu, DA la, DTrp, DSer(tBu), D2Nalfe J;t^*DHis(IlIlBzl)Jb^^g^i 
tlhB^^. ZliNH-CgHg^fe^Gly-NHg^r^^X-^tl^l-] T'^t»$tl-5^S?S'(4 

o 

[0 0 0 9] 
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[0 0 10] 

(2) ±s&t^jv'EymmM^m0ts)v=ey^mMtr^itmmmmm^tr:i\t^(D 
^mii^o)iiFMt:mmt^mMtmMb (±$^t^)v=^ymmM^i&(Dtsji'Eymm 

[0 0 1 1 ] 

mmmmm^ (growth factors) t\t. ms^(Dmm^i&mt^mmv$>Mtf(D 

®EGF (epidermal growth factor) tr=.\t^tltmMmzm-(Dm^^^-t^l^ 
n (MAif, EGF, 7M^^'';> (HER2U;!/>K) J^lif) . 

rL>;>, IGF (insulin-like growth factor) -1, IGF- 2 if) . 
®FGF (fibroblast growth factor) ttzit^tltmnrnzm-CDm^^^t^ 
i)<D (^!PL\t. aFGF> bFGF, KGF(Keratindcyte Growth Factor), HGF(Hepatocyt 
e Growth Factor), FGF-lO^if) , 

(i)^0i&<DMM^M^^ (M^lt. CSF (colony stimulating factor) , EPO(er 

8 aiiiE#¥ 1 1-307 
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ythropoietin), IL-2 ( inter leukin-2) , NGF(nerve growth factor), PDGF (pi 
ate let-derived growth factor) , TGF/S (transforming growth factor j8) , 

, ^,m^ mm. t^^ymm) . mwtm mm. mmm. nA^m. mm. -fv 
±m^mfj^E) "p^mmm (m. hyx^;i/T^>#®^«iT^>^, rji^- 

V^;b^«;St;®■e^>oT*J:V^^\ M^ii^miZit. EGF^^#:, J\U^'Vy 

(HER 2) . >(yi/=LVy^mi^- 1. ^yiy=iVy^mi^-2. igf 

[0 0 12] 

±m(Dmi^mmm'f-trM^(D^mw(Di^m^mmt^mMtLxM\f^^n^ 

HER2!l#Mli, HER2®?S'ffi (M, U PflW-t-Si^gTfetL 
-fS^i^^b^^ (^^^b^%. 5^^#J) . T>^-fe>7., HER2U:j!j* 

=fej:V^„ ^fe, HER2 l/-fe>^^-m<iis(7)<J;e)tCHER2 l/-fe:/^-$:PI^-rS 
:ii:lCj:oT. ^^^©^CHER2rS'^^§:PIW•r6ifel^TfeoT%i:V^. 
[0 0 13] 

HER2Pa#f^M5:^-r-5{Bi)-^^fc'^tf^bTli, M^ii. 
1- [3 - [4- [2 - [ (E) - 2-7x-;i/Xx-;i/] -4 -;r^-9-yU;i/ 

9 ailiE#¥ 1 1-307 
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^f^h^ty] -1, 2, 4 - h U 7v^-;i/J&^*7b^ffiVM^)ti'5 

o 

mm^^mbii^^rzmiz^^-t^mmtL^^K 

[0 0 14] 

5-oxo-Pr 0 : ifu^'jl^^y 
His: }l7.^i/ym& 

Trp: hVzfhyrymm 

Ser : -fe U 
Tyr: 5^ni/>^S 
Leu: U^i/ymm 
Arg: 7;i/=^r->^S 
Pro: -fU^Jym^ 
DLeu: D-n>fi/>^^ 
DAla: D-75->aS 
DTrp: D-h V hy 7 y^m 

N(4H2-furoyl)Gly : N-t^ h ^ t Kn7n^;b^*U i^yB^ 
NAc: N-7i2^;i/S 

1 0 munW- 11-307 
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O 
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D-3-(4-^DD) y^L—jiy^-yBS 
D-3-(3-tfu 

N-[5'-(3'-T^ y-l'H-r ,2' ,4'-h U Jl)]y :l- 

N-^^;i/-[5'-(3' -7^ y-l'H-r ,2' A'-hV7'JV Jl)] 

D- (e-N-zi n ^ / -f ;i/ ) vt/yms 

d-iy y^m 

D - ( N , N ' - a: ^ ;i/ ) /J-N ^ T ;i/ =¥ - > S 
D-N-[5'-(3'-7^ y-l'H-r ,2' ,4' - hU 7 V'"'; 
7x::i;i/7^->^^ 

(e-N— f v^ntf;i/) 

(N , N' - X ^ ^ T ;i/ ¥ :i 

^(Dmr^ jmzmv. nt^x^^^s^^m^. iuPAc-iuB=i^^y>>3> • ^r:;^ 

• 7t-^;^>?r ^ :3l7./V • y — ^ Iz — f^n 7— (Commission on Biochemical Nomen 
clature) (3-nbf7> • • ^T:/ ♦ A>f b U -(Europian J 

ournal of Biochemistry)||138#, 9 — 3 7K (1984^) ) IC <k ^Bg-t^ fcliM 

[0 0 15] 

^nwmt. #'S*'5{g<. tT, t;b<lig«s:^^(D^^6?I 

> v^/x, 'i7'9-^, y^, ic^bTg^iS^i^ti^ bT 



D2Nal : 
D4CiPhe : 
D3Pal : 
NMeTyr : 
Aph(Atz) : 

NMeAph(Atz) : 

DLys(Nic) : 
Dcit : 

DLys(AzaglyNic) : 
DLys(AzaglyFur) : 

DhArg(Et2) : 
DAph(Atz) : 

DhCi : 
Lys(Nisp) : 
hArgCEtg) : 



1 1 
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mm; ttzitiyuy-^m. ^Mm^j^tLom^^mmtLxmatrcimmamz^ 

wm^mmt^mmt^m^\zmmitt^:it^X'^^. 
m^mz^m^H^mi^t int. mnmut Lxmm-^tix\^^^^m^m^ 

Q mm;mvtmmizi3\imm. mmmmm. mm^m. mmitm. mmm. mm 
itm^jtiiftbxm^^ti^o tr=.sm\zfi;\::,x. R&^m, iiim^m. mmL -h- 

O [0 0 16] 
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[0 0 17] 

\fymtjtEif^m\fhti^o 

O ^ti^o 

[0 0 18] 

^0^filCMbT®S*?jO. 1-3 0% (w/w) , ^f*b<li*^ 
1-20% (w/w) , J: * U< li^S-l 0% (w/w) T'feSc 

I^M^AIC^LTSS^O. 1-9 9. 9% (w 
/w) , b<«^l 0-9 9. 9%(w/w), J: ^ L< li^2 0-9 
0% (w/w) T'feSo 

> IL^^trj3iJ5l^$:i#om# («i:M4 0^V^L8 Okg) fC^^^Ji: LT L H - 

13 ¥ 11-3077961 
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0~1 0 0 mg/k g^M, <k y^?* L<li5~5 Omg/k g^fiiMT-feSo 3 
OOOmg/kg/ii, 1iftL<itri^5~l, 0 0 0 m g / k g 

[0 0 19] 

y. v^j-7>i^y. ^uTs^y) . mBf-xmm^mxmhti^'*)--( h^>(y ( 

-r >^5f--7xn>, >r>i?-n>r^>) :&^f7b^MV^e>tl-5o 
[0 0 2 0] 

mm<Dmm(Dmm] 

&.r\zmmm^mf>-fx^nm^^^izM.i^mzmm't^-fy\ z.tihit:^mm^m 

[0 0 2 1] 

immm] 

##Mi 

7K^^bU5^'^7A7;i/^-':7A (3 5 Omg) (Z)S/x^;i/X-5^;i/ (10ml) M 

1 4 ffiiiEi^¥ 11-3077961 
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mmz. x^;b 4- [4- [2- [ (E) -2-7xr.;i/X7^:i;i/] -4-;^ 

h^i^] 7x-;v] (3. oog) (Z)i;>'xf-;i/x-x;i/ 

(lOml) -T^h^tFP^^^ (10ml) ^?g$:OiCTMTLfeo OiCtr 
l^r^, ^^JCg^ST'l ^r^:;^^^ tiffed, 7K$:ADX.> 2 Ni^i?T'M'l4fb b, 
i?x^;L/'eSiaibfco 0^x5^;i.jS5:7Kgfe, (MgSO^) ^, 

(1 : 1, v/v) ^a^g|J*^e)4- [4- [2- [ (E) -2-7xX;i/X 
■rx;i/] -4 -;r=¥-y-V^U;i/^ h^e/] ^xx;!/] -f^J-jl (2. 0 0 g, 7 
Q 4%) $:^feo @fMx5^;i/-/\^i^>*^tS^^o M^Ei|f:y^a^, m>^,9 0'-9 1 

[0 0 2 2] 
##M2 

i:l^=^lCl.T, X5^;i/ 3- [4- [2- [ (E) - 2 - >' xX;i/X-7^ 
x;i/] -4 -:t^-9-yU;i/^ 7xx;i/] tf^T:^- h $:5i5t;bT, 3 

- [4- [2- [ (E) - 2 -:7xx;i/x-rx;i/] - 4 JV:^ h^i/ 
] 7xx;i/] :/nAV-;i/$:^ifec 4X^9 4 @^^x5^;l/-/\3p•9•>:^,^e>^^ 

[0 0 23] 
O ##M3 

##M2T'#e5nfe3 - [4- [2- [ (E) -2-7xx;i/X-TX;i/] -4 
-;^-^-9-V^U;i/>i h=^ri/] 7xx;i/] :;/'o;\V-;i' (7 6 0mg) , hVzf^)^ 

lisyt^y^y {1. o i g) ^^xfi, 2, 4-hUTv^-;i/ (2 8 omg) <^7^ 

h^H KP7^> (1 5ml) ^?gfC, e;>x^;i/ 7yi;>':5!j;i/iK:3re/l/- h (7 

oomg) ^ovvmrbtz. immimMm^^ Emm^m^7i<.K^^. mm 

j^^jivmrnhtc. ifmx^;i/M$:>!Ki$fc. ^.M (MgSO^) 

> (2 : 1, v/v) ^^iiS^S7b^e>#e)tl^JK^$:@ti?xf■;^-/^dpi^->:^)^t#^ 
^bT, 1- [3- [4- [2- [ (E) - 2-7xx;i/X7^x;i/] -4-7t-dp 

i^yu;i/>i 7xx;i/] zfu\^)vl -1, 2, 4-hurv^-;i/ (540 

1 5 miiF^^l 1 -3 0 7 7 9 6 1 



o 
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mg, 70%) ^mr=.. 



Mfe:^UXAB^o m.^a 0 8-1 0 9r„ 



[0 0 2 4] 



(1) ^nmsoit^m 



10. 0 mg 



(2) %m 



6 0. 0 mg 



(3) 



3 5. 0 mg 



(4) 



3. Omg 



o 



(5) :7.'r7Vym'7^^:^iy'y2^ 



2. Omg 



[0 0 2 5] 

HiS^Ji 

MUrL-^n l/U>4 0 OmgSrO. 5 m 1 ®^,g7KlC^^^L7Kffi?S^ >K 
y-DL-^^[Lot.8 7 0 8 1 8 ; fi*¥^^^ft 1 8 00 0 (V^^n^fj^ 
•fe;Rot. 2 4 4, 2 4 5) feJ:tKLot. 8 8 0 6 2 2 ; M*¥*lf^^* 1 8 2 0 0 
. 76 (v^^^n;{7>^iz;i/Lot,248) ] 4 g$:$;^nD^i5?>7. 5m 

151CIC?^S|ILT, ^e>*^Dtoi5T:{c?^SPLfco. 2 5 %)KU tf-;i/T;i/=3-;i/7K 
^Ml 0 0 0ml tplcaAb. t\^mits^V-t>{'^-^i^nhX. W/O/WMx 



1 6 



ailE#¥ 11-3077961 




10-286793 



[0 0 2 6] 

^^b, 37r, 5% COgTT'-^^^bfco m:^$:m^®?i^®cyproterone acet 

55)^e)RNA^ttaiL/;'co $:^MtColigo-dT adaptor primer 

IfS^O^^fi^T/^^-^-li, ^-f--ifM^lCifcM-t-6@B^fJHisArgAspLeuAlaAlah 
SerAspValTrpSer (Hankse>1988) ^^tlZ^^ht^. M^i^m^it, EGY^mWM 
3r-:^-iftCML5'-CA(C/T)(C/A)GGGA(C/T)(C/T)TGGC (A/T/C)GC (sense primer 
) i:5'-A(A/G)CTCCA(A/C)AC(A/G)TC(A/G)CT (antisense primer) ^, insulin^ 
^ ^ - -fe' IC *f b 5' -OA (C/T) (C/A) G (G/A) GAG (C/T) T (G/T) GC (A/T) GC (sense 
primer) ^5' -A (A/G)CTCCA(A/G)ACGTC(A/C)GA (antisense primer) ^ fcPDG 

f^mi^m^^-'^^^tf^GE^^i^m^^—^icMbB' -CA(C/T) (C/A)G(G/A)GAC 
(C/T)TGGC(A/G)GC (sense primer) i:5' -A(A/G)GACCA(G/C)AC(A/G)TG(A/G)CT (a 
nti sense primer) ^^^btco itflii^-f ^ ;V 1*9510, 1 min (^-(S) , 40r;, 1 
Bin {r--Vy^l , 72"C. 1 min tb, 35-9--r ^;KZ)JitS>K05:^o 

O PCRSfS:%$:7:;f3*n-::^^f;i/m^^i& (4% 

) mz^it:r.^i^'y^^^bt:imm^M^bx^Mbr=. (01)0 -en^ti^i^ 

^KStt^m-fttDfei^tCl^-i^^:© b-actin|g^4^1(DitT'^*?), @ 1 itJCDiStM^ 
cyproterone acetateM^in^®l§3SM?:li: (D|g3^*$:^l/T 

o - 
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o ZltltCcyproterone acetate (Sigma; Cat.No.C-3412) . 2 x 10"^ 2 x 10~^ 
]i^Wi^O)^^^ti1^^tf^\tcyproteroT\e acetate i:PD153035 (Science 265(51 

75) P1093 (mA);B^mmit^^i99S^m:k^ tpm^^zuuimemnsQB 

) 10 m^m^(Dmm^timm-^o.5 ^m^r^o six:, 5% co2T"e4Hr^^ 

Q «^tC:g-well(Z)$|BSg|$C$:=l-;i/^-;^ji>>^-Ti!l^bfc (02) » 
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